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Page 39. lines 6 and 18. delete "recombinant" and introduce -r- before "AAV": and 
replace "Human" with -human--: and 

line 33, replace "Human" with -human-. 



IN THK CLAIMS: 

Please cancel without prejudice claims L 4, 7, 15, 16, 20, 26, 27, 31, 32, 36, 39 and 

43. 



/ / 



1 ^ v Kindly add the following new claims 57-77,! 

-^5-7. A method for expressing a therapeutic protein in the liver of a mammal, 
comprising: 

administering recombinant adeno-associatcd virus (rAAV) particles to a mammalian 
cell, wherein said rAAV comprise a polyn/cle^cfc encoding said therapeutic protein under 
control of a liver specific promoter, enh^rftrr. or both promoter and enhancer: and wherein 
said rAAV provide liver specific expression of said therapeutic protein following infection oi 
said mammalian cell. 

"58. " The method of claim 57. wherein said administering comprises injecting said 
rAAV into the portal vasculature of said mammal. 

The method of claim 57. wherein said rAAV is administered to said cell 



ex 



i vivo and cells expressing said therapeutic protein are administered to said mammal. 
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60. The method of claim 57. wherein said rAAV comprises two adeno-associated 
virus (AAV) inverted terminal repeats; wherein said inverted terminal repeats flank said 
enhancer, promoter or both an enhancer and a promoter, and said structural gene; and 
wherein said therapeutic protein is selected from the group consisting of factor V/U. factor IX 



and GM-CSF. 



/ 

/ 



61. The method of claim 57. wherein said therapeutic protei^is a diffusible 



polypeptide. 



v 7 v / 
m. ^ The method of claim 59, wherein said cell is a/iver cell. 



/ 

/ 



S3 

ol " The method of claim 57. wherein said liyer specific promoter or enhancer is 

active in hepatic cells. / / 

^ 3 - / 

*64/~ The method of claim 57. where/h said liver specific promoter or enhancer is 

/ 

/ 

selected from the group consisting of the a^umin promoter, the a fetoprotein promoter, the a 

/ 

/ 

fetoprotein enhancer, the human apolip6protein E (ApoE) promoter. HCR-1 . HCR-2. the AI 
apolipoprotein liver-specific enhancer and the al -antitrypsin promoter. 

65.. The method of claim 60. wherein said therapeutic protein is GM-CSF. 

W A method of treating a liver disease or disorder in a mammal, comprising: 
administering a therapeutically effective dosage of recombinant adeno-associated virus 
(rAAV) particle* to liver cells of said mammal, said rAAV particles comprising a 
polynucleotide" encoding a therapeutic protein selected from the group consisting of factor 
VIII. factor IX and GM-CSF. under control of a liver specific promoter, an enhancer, or both 
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a promoter and an enhancer, wherein the rAAV particles provide for liver specific expression 
of said therapeutic protein upon infection of said liver cells. 

67. The method of claim 66, wherein said therapeutic protein is factor Vl II and 

said disorder is a coagulation defect. / 

/ 

68. The method of claim 66, wherein said therapeutic proton is factor IX and said 
disorder is a coagulation defect. 

^ / , ■ 

69. ' The method of claim 66. wherein said liver specific promoter or enhancer is 
active in hepatic cells. 

/ / 

"70? The method of claim 66, whereSjn Titer specific promoter or enhancer is 
selected from the group consisting of the albiyhin promoter, the a fetoprotein promoter, the a 
fetoprotein enhancer, the human apolipopfotein E (ApoE) promoter, HCR-1 . HCR-2. the AI 
apolipoprotein liver-specific enhance/ and the a 1 -antitrypsin promoter. 

"71." The method of claim 66. wherein said administering further comprises. 

injecting said rAAV into the portal vasculature of said mammal. 

"72. ' A pharmaceutical composition for treating a liver disorder comprising. 

recombinant adeno-associated virus (rAAV) particles comprising a structural gene 
encoding a therapeutic protein selected from the group consisting of factor VIII. factor IX. 
and GM-CSF; 

a retaliatory region for gene expression in human liver cells: and 

- 4 - 
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a pharmaceutical!} acceptable carrier. 

73. The pharmaceutical composition of claim 72. w herein said regulatory region 
comprises a liver specific promoter or a liver specific enhancer. /'^ 

>v- 

74. v I he pharmaceutical composition of claim 73, ^herein said liver specific 

/ 

enhancer or promoter is active in hepatic cells. 

"7x * Lhe pharmaceutical compositfojj/6f claim 73. wherein said liver specific 

i / 
>' 

promoter or enhancer is selected from the^froup consisting of the albumin promoter, the a 

/ 

/ 

fetoprotein promoter, the a fetoprotein enhancer, the human apolipoprotein E (ApoE) 

/' 

promoter, HCR-1. HCR-2. the Xl apolipoprotein liver-specific enhancer and the 
a 1 -antitrypsin promoter. / 

/ 

^76. 1 h^ pharmaceutical composition of claim 72. wherein said therapeutic protein 
is factor VIH and said disorder is a coagulation defect. 

' 7^ I he pharmaceutical composition of claim 72. wherein said therapeutic protein 
is factor IX and said disorder is a coagulation defect.— 

REMARKS 

Regarding the new claims, a therapeutic protein is taught in the instant specification at 
page 10. lines 1 3-1 8. A liver specific enhancer or promoter is supported by the teachings at 
page 25. lines 5-9. 12-14 and 25-28 of the instant specification. General ex vivo methods are 
provided, for example, at page 23. lines 20-24 of the instant specification. A polynucleotide 
encoding factor VIII, factor IX or GM-CSF is supported by the teachings at page 13. 



